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DETAILED ACTION 

1 . Applicant's election with traverse of Group I in the reply filed on November 1 3, 
2006 is acknowledged. The traversal is on the ground(s) that special technical feature 
of the invention is a human anti-FasL antibody as opposed to a humanized anti-FasL 
antibody. This argument is found persuasive. However, because of the rules of 371 
practice, the claims to be examined are limited to the first product, first method of 
making and first method of using. Thus, claims 1-23, 29, 35-38 and 40 drawn to an 
anti-FasL human antibody (product) and claim 28 drawn to a method for inhibiting FasL 
activity (method of use) are currently under examination. There are currently no claims 
for a method of making the anti-FasL human antibody. 

The restriction separating Groups II and III is maintained. 

The restriction requirement is still deemed proper and is therefore made FINAL. 

The species election has been dropped. 

2. Claims 1-23, 28-29, 35-38 and 40 are under examination. 

Specification 

3. The use of the trademark Zero Blunt™ and TOPO™ PCR have bieen noted in 
this application. It should be capitalized wherever it appears and be accompanied by 
the generic terminology. 
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Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner which might adversely affect their validity as trademarks. 

The trademarks are not included on page 27 lines 26-28. Correction is requested 
for all trademarks throughout. 

Claim Objections 

4. Claim 18 is objected to under 37 CFR 1.75 as being a substantial duplicate of 
claim 5. When two claims in an application are duplicates or else are so close in 
content that they both cover the same thing, despite a slight difference in wording, it is 
proper to object to the substantial duplicate of the claim. See MPEP § 706.03(k). 

Ciaim Rejections - 35 USC §112 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it Is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canrying out his invention. 

6. Claims 1, 2, 3, 6-17. 19-23, and 28-29 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for an isolated anti-hFasL 
human antibody comprising SEQ ID Nos. 2 and 10 or an anti-hFasL antibody 
comprising SEQ ID Nos. 2 and 18 or an anti-hFasL antibody comprising all CDR's 
(either SEQ ID Nos. 4. 6, 8, 12. 14, and 16. or SEQ ID Nos. 4, 6. 8. 20, 22, and 24). 
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does not reasonably provide enablement for an isolated anti-hFasL human antibody 
comprising at least one polypeptide having a sequence selected from the group SEQ ID 
Nos. 2, 4, 6. 8, 10, 12, 14, 16, 18. 20, 22. and 24. The specification does not enable 
any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

Factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 USC 112, first paragraph, have been described by the 
court in In re Wands, 8 USPQ2d 1400 (CA PC 1988). 

Wands states on page 1404, 

"Factors to be considered in determining whether a disclosure would require 
undue experimentation have been summarized by the board in Ex parte Forman. 
They include (1) the quantity of experimentation necessary, (2) the amount of 
direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the 
relative skill of those in the art, (7) the predictability or unpredictability of the art, 
and (8) the breadth of the claims." 

The claims are drawn to an isolated anti-FasL human antibody or antigen binding 
portion thereof, comprising at least one polypeptide selected from a group of 
sequences. Claim 1 describes the sequences as SEQ ID No. 2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, and 24. The specification discloses the sequences of SEQ ID Nos. 2, 4, 6, 
8, 10, 12, 14, 16, 18, 20, 22, and 24 to be either light chains, heavy chains, or CDR 
portions thereof. 

The claims are broadly drawn to antibodies that only contain 1 HCVR, 1 LCVR, 
or 1 CDR. It is well established in the art that the formation of an intact antigen-binding 
site generally requires the association of the complete heavy and light chain variable 
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regions of a given antibody, each of which consists of three CDRs which provide the 
majority of the contact residues for the binding of the antibody to its target epitope. The 
amino acid sequences and conformations of each of the heavy and light chain CDRs 
are critical in maintaining the antigen binding specificity and afflnity which is 
characteristic of the parent immunoglobulin, it is expected that all of the heavy and light 
chain CDRs in their proper order and in the context of framework sequences which 
maintain their required conformation, are required in order to produce a protein having 
antigen-binding function and that proper association of heavy and light chain variable 
regions is required in order to form functional antigen binding sites. Even minor 
changes in the amino acid sequences of the heavy and light variable regions, 
particularly in the CDRs, may dramatically affect antigen-binding function as evidenced 
by Rudikoff et al. (Proc Natl Acad Sci USA 1 982 Vol 79 page 1 979). Rudikoff et al. 
teach that the alteration of a single amino acid in the CDR of a phosphocholine-binding 
myeloma protein resulted in the loss of antigen-binding function. It is unlikely that 
antibodies as defined by the claims which may contain less than the full complement of 
CDRs from the heavy and light chain variable regions of an anti-hFasL antibody in 
unspecified order, have the required binding function. The specification provides no 
direction or guidance regarding how to produce antibodies as broadly defined by the . 
claims. Undue experimentation would be required to produce the invention 
commensurate with the scope of the claims from the written disclosure alone. 
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Therefore, in view of the lack of guidance in the specification and in view of the 
discussion above one of skill in the art would be required to perform undue 
experimentation in order to practice the claimed invention. 

Deposit Requirement 

7. Claims 35-38, and 40 are rejected under 35 U.S.C, § 1 12, first paragraph, 
because the specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention, because the 
specification does not provide evidence that the claimed biological materials are (1) 
known and readily available to the public; (2) reproducible from the written description. 

Claims 35-38 and 40 are drawn to anti-hFasL human antibodies of clones 3E1 
and4G11. 

The claims are rejected under 35 U.S.C. § 1 12, first paragraph, as failing to 
provide ah adequate written description of the invention and failing to provide an 
enabling disclosure without complete evidence either that the claimed biological 
materials are known and readily available to the public or complete evidence of the 
deposit of the biological materials. 

The specification lacks complete deposit information for the deposit of hybridoma 
cell lines 3E1 and 4G11 or ATCC PTA-4017 and ATCC PTA-4018, respectively. It is 
not clear that hybridomas possessing the identical properties of 3E1 and 4G1 1 are 
known and publicly available or can be reproducibly isolated from nature without undue 
experimentation. Applicant's referral to the deposit of hybridomas 3E1 and 4G1 1 as 
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ATCC PTA-4017 and ATCC PTA-4018 on page 14, lines 3-6 of tlie specification is an 
insufficient assurance that the required deposit has been made and a|l the conditions of 
37 CFR 1.801 -1.809 met. 

Exact replication of a cell line is an unpredictable event. Although applicant has 
provided a written description of a method for selecting the claimed hybridoma cell lines 
and monoclonal antibodies, this method will not necessarily reproduce antibodies and 
hybridomas which are chemically and structurally identical to those claimed. It is 
unclear that one of skill in the art could derive a monoclonal antibody and hybridoma 
identical to those claimed. Undue experimentation would be required to screen all of 
the possible antibody and hybridoma species to obtain the claimed antibodies and 
hybridomas. 

It is unclear if cell lines which produce an antibody having the exact chemical 
identity of 3E1 and 4G1 1 are known and publicly available, or can be reproducibly 
isolated without undue experimentation. Therefore, a suitable deposit for patent 
purposes is suggested. Without a publicly available deposit of the above cell lines, one 
of ordinary skill in the art could not be assured of the ability to practice the invention as 
claimed. Exact replication of: (1) the claimed cell line; (2) a cell line which produces the 
chemically and functionally distinct antibody claimed; and/or (3) the claimed antibody's 
amino acid or nucleic acid sequence is an unpredictable event. 

For example, very different chains (about 50% homologous) can combine 

with the same chain to produce antibody-binding sites with nearly the same size, 
shape, antigen specificity, and affinity. A similar phenomenon can also occur when 
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different Vh sequences combine with different sequences to produce antibodies 

with very similar properties. The results indicate that divergent variable region 
sequences, both in and out of the complementarity-determining regions, can be folded 
to form similar binding site contours, which result in similar immunochemical 
characteristics. [FUNDAMENTAL IMMUNOLOGY 242 (William E. Paul, M.D. ed.. 3d 
ed. 1993)]. Therefore, it would require undue experimentation to reproduce the 
claimed antibody species 3E1 and 4G1 1 . Deposit of the hybridomas vyould satisfy the 
enablement requirements of 35 U.S.C. § 112, first paragraph. See , 37 C.F.R, 1.801- 
1.809. 

Because one of ordinary skill in the art could not be assured of the ability to 
practice the invention as claimed in the absence of the availability of the claimed 
hybridomas, a suitable deposit is required for patent purposes, evidence of public 
availability of the claimed hybridomas or evidence of the reproducibility without undue 
experimentation of the claimed antibodies, is required. 

If the hybridoma deposit is made under the provisions of the Budapest Treaty, 
filing of an affidavit or declaration by applicant or assignees or a statement by an 
attorney of record who has authority and control over the conditions of deposit over his 
or her signature and registration number stating that the deposit has been accepted by 
an International Depository Authority under the provisions of the Budapest Treaty and 
that all restrictions upon public access to the deposited material will be irrevocably 
removed upon the grant of a patent on this application. This requirement is necessary 
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when deposits are made under the provisions of the Budapest Treaty as the Treaty 
leaves this specific matter to the discretion of each State. 

If the deposit is not made under the provisions of the Budapest Treaty, then in 
order to certify that the deposits comply with the criteria set forth in 37 CFR 1 .801-1 .809 
regarding availability and permanency of deposits, assurance of compliance is required. 
Such assurance may be in the form of an affidavit or declaration by applicants or 
assignees or in the form of a statement by an attorney of record who has the authority 
and control over the conditions of deposit over his or her signature and registration 
number averring: 

(a) during the pendency of this application, access to the deposits will be 
afforded to the Commissioner upon request: 

(b) all restrictions upon the availability to the public of the deposited 
biological material will be irrevocably removed upon the granting of a patent on 
this application: 

(c) the deposits will be maintained in a public depository for a period of at 
least thirty years from the date of deposit or for the enforceable life of the patent 
of or for a period of five years after the date of the most recent request for the 
furnishing of a sample of the deposited biological material, whichever is longest; 
and 

(d) the deposits will be replaced if they should become nonviable or non- 
replicable. 

Amendment of the specification to recite the date of deposit and the complete 
name and address of the depository is required. As an additional means for completing 
the record, applicant may submit a copy of the contract with the depository for deposit 
and maintenance of each deposit. 
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if a deposit is made after the effective filing date of the application for patent in 
the United States, a verified statement is required from a person in a position to 
corroborate that the biological material described in the specification as filed is the same 
as that deposited in the depository, stating that the deposited material is identical to the 
biological material described in the specification and was in the applicant's possession 
at the time the application was filed. 

Applicant's attention is directed to In re Lundak , 773 F.2d. 1216, 227 USPQ 90 
(CAFC 1985) and 37 CFR 1.801-1.809 for further information concerning deposit 
practice. 

Claim Rejections - 35 USC § 101 

8. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claim 35 is rejected under 35 U.S.C. 101 because the claimed invention is 
directed to non-statutory subject matter. The claim recites a human antibody produced 
by the hybridoma selected from the group deposited as ATCC PTA-4017 and ATCC 
PTA-4018. The specification discloses that these hybridomas are mouse hybridomas 
secreting human lgG4 kappa from a HuMab-mouse®. It is possible that the antibodies 
produced by these hybridomas could be naturally occurring antibodies in the HuMab- 
mouse®. 
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Conclusions 

9. No Claims are allowed. 

Claims 4 and 5 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

Claims 1-23, 28-29, 35-38, and 40 are free of the prior art. The closest prior art 
is Nisihara, et al. (Journal of Immunology, 2001. Vol. 167, pages 3266-3275). Nisihara, 
et al. teach a humanized anti-human FasL monoclonal antibody. Nisihara, et al. do not 
teach or reasonably suggest a human anti-human FasL monoclonal antibody having the 
claimed sequences or clone 3E1 or 4G1 1 . 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anne M. Gussow whose telephone number is (571) 272- 
6047. The examiner can normally be reached on Monday - Friday 8:30 am - 5 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571) 272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



LARRY R. HELMS, PH.D. 
SUPERVISORY PATENT EXAMINER 




